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4. (Amended) The pharmaceutical composition according to claim 3, wherein 
the disease accompanied by'abnormal vascular function in which lipid deposition in the 
blood vessel is involved is selected^rcun the group consisting of arteriosclerosis, cardiac 
acute coronary syndrome, restenosis gftei^ercutaneous transluminal coronary angioplasty, 
obstructive arteriosclerosis, obstructive thrombotic vasculitis, atherosclerosis, cerebral 
infarction, intermittent claudication, lower limb gan^ne, renal vascular hypertension, 
renal arterial aneurysm and renal infarction. 

6. (Twice Xmended) A preventive or therapeutic agent for diseases 
accompanied by abnormaTvascular function in which lipid depositino in the blood vessel is 
involved comprising a quinazbline derivative represented by the formula (1): 
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wherem, the ring A represents an aryl ring, 

Kl represents a hydroxy group, an amino group, or a lower alkylamino group 
having 1 to\ carbons that may be substituted with a carboxylic group, a lower 
aralkylamino group having 7 to 10 carbons that may be substituted with a carboxylic group, 
an amino group acVlated with a lower fatty acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 
acid that may be substituted with a carboxylic group, an amino group acylated with a 
heteroaromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a lowe\alkanesulfonic acid having 1 to 4 carbons that may be 
substituted with a carboxylic groupu an amino group sulfonylated with an aromatic sulfonic 
acid that may be substituted with a carboyylic group, an amino group sulfonylated with a 
heteroaromatic sulfonic acid that may\\be(substituted with a carboxylic group, a lower alkyl 
group having 1 to 4 carbons substituted with a carboxylic group, or a lower alkylene group 
having 2 to 4 carbons substituted with a carboxylic group; 

R 2 and R 3 , which may be the same or different, represent a hydrogen, a lower alkyl 
group having 1 to 4 carbons that may be substituted^ a halogen atom, a hydroxy group, a 
lower alkoxy group having 1 to 4 carbons, an amino gtoup, a lower alkylamino group 
having 1 to 4 carbons that may be substituted, a lower aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated wilfch a lower fatty acid having 1 
to 4 carbons that may be substituted with a carboxylic group, an\amino group acylated with 
an aromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group acylated with a heteroaromatic carboxylic acid that may be sulmituted with a 
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carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
4 carbons that may be substituted with a carboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a heteroaromatic sulfonic acid that may be substituted with a 
carboxylic group, oi; a carboxylic group; or 

when the ring X is a benzene ring, R 1 and R 2 , together with the benzene ring to be 
substituted, may form a leased heterocyclic ring that may be substituted with a carboxylic 
acid, and a carbon atom inlaid fused heterocyclic ring may form a carbonyl group wherein 
R 3 is as defined above; and 

X represents a hydrogej^fom, a lower alkyl group having 1 to 4 carbons, a lower 
alkoxy group having 1 to 4 carbons^ a halogen atom, a hydroxy group, an amino group, or 
a nitro group; 

or a pharmaceutically acceptable^salt thereof. 



7. (Twice Amended) A pharmaceutical composition comprising a quinazoline 
derivative represented by the formula (1): \ 



Application No. 09/869.360 
Attorney's Docket No. 001560-403 

Page 5 




\ O O? R 




(1) 



wherein, the ring A represents an aryl ring, 



\ 



R 1 represents a hydroxy group, an amino group, or a lower alkylamino group 



\ 



having 1 to 4 carbons that may be substituted with a carboxylic group, a lower 



Y 



aralkylamino group having 7 to 10 carbons that may be substituted with a carboxylic group, 



an amino group acylated with a lower fatty acid having 1 to 4 carbons that may be 



\ 



substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 



\ 



acid that may be substituted with a carboxylic group, an amino group acylated with a 
heteroaromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a lower alkanesulfonic acid having^ to 4 carbons that may be 
substituted with a carboxylic group, an amino group sulfonylated with an aromatic sulfonic 
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acid that^nay be substituted with a carboxylic group, an amino group sulfonylated with a 
heteroaromatic sulfonic acid that may be substituted with a carboxylic group, a lower alkyl 
group having \1 to 4 carbons substituted with a carboxylic group, or a lower alkylene group 
having 2 to 4 cafoons substituted with a carboxylic group; 

R 2 and R 3 , Which may be the same or different, represent a hydrogen, a lower alkyl 
group having 1 to 4 carbons that may be substituted, a halogen atom, a hydroxy group, a 
lower alkoxy group having 1 to 4 carbons, an amino group, a lower alkylamino group 
having 1 to 4 carbons that may be substituted, a lower aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated with a lower fatty acid having 1 
to 4 carbons that may be substitutedwith a carboxylic group, an amino group acylated with 
an aromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group acylated with a heteroaronrntic\ s carboxylic acid that may be substituted with a 
carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
4 carbons that may be substituted with a carboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a heteroaromatic sulfonic acid that may be substituted with a 
carboxylic group, or a carboxylic group; or 

when the ring A is a benzene ring, R 1 and R\ together with the benzene ring to be 
substituted, may form a fused heterocyclic ring that may be substituted with a carboxylic 
acid, and a carbon atom in said fused heterocyclic ring rri^y form a carbonyl group wherein 
R 3 is as defined above; and 
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X represents^ hydrogen atom, a lower alkyl group having 1-4 carbons, a lower 
alkoxy group having 1 to 4^fca£jx)£^a halogen atom, a hydroxy group, an amino group, or 
a nitro group; 

or a pharmaceutically acceptable salt^q-eof, and a pharmaceutically acceptable 
carrier therefor. 



Kindly add new claims 11-17 as follows: 



—11. A method for preventing or treating a disease accompanied by abnormal 
vascular function in which lipid deposition in the blood vessel is involved comprising 
administering to a patient invneed of such a prevention or treatment a chymase inhibitor in 
an amount effective for said prevention or treatment. 



12. A method according to claim 11, wherein the disease accompanied by 
abnormal vascular function in which lipidN^eposition in the blood vessel is involved is 
selected from the group consisting of arteriosclerosis, cardiac acute coronary syndrome, 
restenosis after percutaneous transluminal coronh^angioplasty, obstructive 
arteriosclerosis, obstructive thrombotic vasculitis, atherosclerosis, cerebral infarction, 



\ 

renal vase 



intermittent claudication, lower limb gangrene, renal vascular hypertension, renal arterial 
aneurysm and renal infarction. 
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A method according to claim 1 1 , wherein the chymase inhibitor is a 
quinazoline\derivative represented by the formula (1): 



0 2 R 




wherein, the ring A represents an aryl ring, 

R 1 represents a hydroxy group, an aminogroup, 



0) 



or a lower aikylamino group 



having 1 to 4 carbons that may be substituted with aVarboxylic group, a lower 



aralkylamino group having 7 to 10 carbons that may be\substituted with a carboxylic group, 
an amino group acylated with a lower fatty acid having 1 to^4 carbons that may be 
substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 
acid that may be substituted with a carboxylic group, an aminoNgroup acylated with a 
heteroaromatic carboxylic acid that may be substituted with a carboxylic group, an amino 



Application No. 09/869.360 
Attorney's Docket No. 001560-403 

Page 9 

grokp sulfonylated with a lower alkanesulfonic acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group sulfonylated with an aromatic sulfonic 
acid thatViay be substituted with a carboxylic group, an amino group sulfonylated with a 
heteroaromatic sulfonic acid that may be substituted with a carboxylic group, a lower alkyl 
group having l\to 4 carbons substituted with a carboxylic group, or a lower alkylene group 
having 2 to 4 carbons substituted with a carboxylic group; 

R 2 and R 3 , wh^ch may be the same or different, represent a hydrogen, a lower alkyl 
group having 1 to 4 carbons that may be substituted, a halogen atom, a hydroxy group, a 
lower alkoxy group havingNl to 4 carbons, an amino group, a lower alkylamino group 
having 1 to 4 carbons that mayv be substituted, a lower aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated with a lower fatty acid having 1 
to 4 carbons that may be substiUitecK^th a carboxylic group, an amino group acylated with 
an aromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group acylated with a heteroaromatic carboxylic acid that may be substituted with a 
carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
4 carbons that may be substituted with a carboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a heteroaromatic sulfonic acidNhat may be substituted with a 
carboxylic group, or a carboxylic group; or 

when the ring A is a benzene ring, R 1 and R 2 , together\with the benzene ring to be 
substituted, may form a fused heterocyclic ring that may be substituted with a carboxylic 
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acid, and a carbon atom in said fused heterocyclic ring may form a carbonyl group wherein 
R 3 is as defined above; ant 

X represents a hydrogen atotn. a lower alkyl group having 1-4 carbons, a lower 
alkoxy group having 1 to 4 carbons, a halogfefrvatom, a hydroxy group, an amino group, or 
a nitro group; 

or a pharmaceutically acceptable salt thereof. 



14. A method according to claim 12, wherein the chymase inhibitor is a 
quinazoline derivative represented by the formula (1): 




R 



(1) 



wherein, the ring A represents an aryl ring, 
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represents a hydroxy group, an amino group, or a lower alkylamino group 
having 1 ta4 carbons that may be substituted with a carboxylic group, a lower 
aralkylamino^roup having 7 to 10 carbons that may be substituted with a carboxylic group, 
an amino group ^cylated with a lower fatty acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 
acid that may be sul^i^uted with a carboxylic group, an amino group acylated with a 
heteroaromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a louver alkanesulfonic acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group sulfonylated with an aromatic sulfonic 

t m(w))e 



acid that may be substituted with^acarboxylic group, an amino group sulfonylated with a 
heteroaromatic sulfonic acid that m^yle substituted with a carboxylic group, a lower alkyl 
group having 1 to 4 carbons substituted with a carboxylic group, or a lower alkylene group 



having 2 to 4 carbons substituted with aVarboxylic group; 

R 2 and R 3 , which may be the same \>r different, represent a hydrogen, a lower alkyl 
group having 1 to 4 carbons that may be substituted, a halogen atom, a hydroxy group, a 
lower alkoxy group having 1 to 4 carbons, an amino group, a lower alkylamino group 
having 1 to 4 carbons that may be substituted, a lo\^er aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated with a lower fatty acid having 1 
to 4 carbons that may be substituted with a carboxylic group, an amino group acylated with 
an aromatic carboxylic acid that may be substituted with acarboxy lie group, an amino 
group acylated with a heteroaromatic carboxylic acid that may^be substituted with a 
carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
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4 carbons that may be substituted with a carboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a h^teroaromatic sulfonic acid that may be substituted with a 
carboxylic group, or a carboxyli^ group; or 

when the ring A is a benzeri^ring, R 1 and R 2 , together with the benzene ring to be 
substituted, may form a fused heterocycl^ ring that may be substituted with a carboxylic 
acid, and a carbon atom in said fused hetjpfodyclic ring may form a carbonyl group wherein 
R 3 is as defined above; and 

X represents a hydrogen atom, a lower alkyl gftoup having 1-4 carbons, a lower 
alkoxy group having 1 to 4 carbons, a halogen atom, a hydroxy group, an amino group, or 
a nitro group; 

or a pharmaceutically acceptable salt thereof. 



J4> t A method fbr suppressing lipid deposition in a blood vessel comprising 
administering to a patient in need of such treatment a chymase inhibitor in an amount 
effective for suppressing lipid deposition in the blood vessel. 

A method according to claihi 14, wherein the chymase inhibitor is a 
quinazoline derivative represented by the formula (1): 
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3 \ h R 1 



X 




i 

CI 



wherein, the ring A represents an ary Axing, 

R 1 represents a hydroxy group, an aminov group, or a lower alkylamino group 
having 1 to 4 carbons that may be substituted withNa carboxylic group, a lower 
aralkylamino group having 7 to 10 carbons that may ne substituted with a carboxylic group, 
an amino group acylated with a lower fatty acid havingNl to 4 carbons that may be 
substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 
acid that may be substituted with a carboxylic group, an ammo group acylated with a 
hetero aromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a lower alkanesulfonic acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group sulfonylated with an aromatic sulfonic 
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acid that may be substituted with a carboxylic group, an amino group sulfonylated with a 
heterbaromatic sulfonic acid that may be substituted with a carboxylic group, a lower alkyl 
group haying 1 to 4 carbons substituted with a carboxylic group, or a lower alkylene group 
having 2 tcm carbons substituted with a carboxylic group; 

R 2 and V 3 , which may be the same or different, represent a hydrogen, a lower alkyl 
group having 1 toS4 carbons that may be substituted, a halogen atom, a hydroxy group, a 
lower alkoxy group having 1 to 4 carbons, an amino group, a lower alkylamino group 
having 1 to 4 carbons that may be substituted, a lower aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated with a lower fatty acid having 1 
to 4 carbons that may be substituted with a carboxylic group, an amino group acylated with 
an aromatic carboxylic acid thatVnay be substituted with a carboxylic group, an amino 
group acylated with a heteroaromatic carboxylic acid that may be substituted with a 
carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
4 carbons that may be substituted with aVarboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may beWibstituted with a carboxylic group, an amino 
group sulfonylated with a heteroaromatic sulronic acid that may be substituted with a 
carboxylic group, or a carboxylic group; or \ 

when the ring A is a benzene ring, R 1 and K 2 , together with the benzene ring to be 
substituted, may form a fused heterocyclic ring that may be substituted with a carboxylic 
acid, and a carbon atom in said fused heterocyclic ringymay form a carbonyl group wherein 
R 3 is as defined above; and \ 
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X represents a hydrogen atom, a lower alkyl group having 1-4 carbons, a lower 
alkoxy group\having 1 to 4 carbons, a halogen atom, a hydroxy group, an amino group, or 
a nitro group; \ 

or a pharmaceutical^ acceptable salt thereof. 

17 \ 

i^T. A methodVor preventing or treating a disease accompanied by abnormal 
vascular function in which lipid deposition in the blood vessel is involved, 

wherein said disease is\selected from the group consisting of arteriosclerosis, 
cardiac acute coronary syndrome^ restenosis after percutaneous transluminal coronary 
angioplasty, obstructive arteriosclerosis, obstructive thrombotic vasculitis, atherosclerosis, 
cerebral infarction, intermittent claudication, lower limb gangrene, renal vascular 
hypertension, renal arterial aneurysm and renal infarction, 

comprising administering to a patient in need of such treatment a quinazoline 
derivative represented by the formula (1): \ 
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H 



O /—/ 



0 2 R J 



R' 




0) 



wherein, the ring A represents an aryl\ing, 

R 1 represents a hydroxy group, an amino\group, or a lower alkylamino group 
having 1 to 4 carbons that may be substituted with V carboxylic group, a lower 
aralkylamino group having 7 to 10 carbons that may be substituted with a carboxylic group, 
an amino group acylated with a lower fatty acid having \ to 4 carbons that may be 
substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 
acid that may be substituted with a carboxylic group, an ami™ group acylated with a 
heteroaromatic carboxylic acid that may be substituted with a caisboxylic group, an amino 
group sulfonylated with a lower alkanesulfonic acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group sulfonylated witnvan aromatic sulfonic 
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acicl that may be substituted with a carboxylic group, an amino group sulfonylated with a 
heteroaromatic sulfonic acid that may be substituted with a carboxylic group, a lower alkyl 
group haying 1 to 4 carbons substituted with a carboxylic group, or a lower alkylene group 
having 2 to X carbons substituted with a carboxylic group; 

R 2 and R^, which may be the same or different, represent a hydrogen, a lower alkyl 
group having 1 toV carbons that may be substituted, a halogen atom, a hydroxy group, a 
lower alkoxy group having 1 to 4 carbons, an amino group, a lower alkyl amino group 
having 1 to 4 carbons that may be substituted, a lower aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated with a lower fatty acid having 1 
to 4 carbons that may be substituted with a carboxylic group, an amino group acylated with 
an aromatic carboxylic acid thatVnay be substituted with a carboxylic group, an amino 
group acylated with a heteroaromatic carboxylic acid that may be substituted with a 
carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
4 carbons that may be substituted with asearboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may be\substituted with a carboxylic group, an amino 
group sulfonylated with a heteroaromatic sulibnic acid that may be substituted with a 
carboxylic group, or a carboxylic group; or \ 

when the ring A is a benzene ring, R 1 and R 2 , together with the benzene ring to be 
substituted, may form a fused heterocyclic ring that may be substituted with a carboxylic 
acid, and a carbon atom in said fused heterocyclic ring may form a carbonyl group wherein 
R 3 is as defined above; and \ 
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X represents a hydrogen atom, a lower alkyl group having 1-4 carbons, a lower 
alkoxy group havin^l to 4 carbons, a halogen atom, a hydroxy group, an amino group, or 
a nitro group; X. 

or a phamiaceutically^cceptable salt thereof, 

in an amount effective fonfreating said diseases accompanied by abnormal vascular 
function. \ 

w \ 

XT. A method for suppressing lipid deposition in a blood vessel comprising 
administering to a patient in need of such treatment a quinazoline derivative represented by 
the formula (1): \ 
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0) 



wherein, the ring A represents an aryl ring, 

R 1 represents a hydroxy group, an amino group, or a lower alkylamino group 
having 1 to 4 carbons that may be substituted with a carboxylic group, a lower 
aralkylamino group having 7 to 10 carbons that may beVibstituted with a carboxylic group, 
an amino group acylated with a lower fatty acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group acylated with an aromatic carboxylic 
acid that may be substituted with a carboxylic group, an aminoWoup acylated with a 
heteroaromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a lower alkanesulfonic acid having 1 to 4 carbons that may be 
substituted with a carboxylic group, an amino group sulfonylated with an aromatic sulfonic 
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acid tnat may be substituted with a carboxylic group, an amino group sulfonylated with a 
heteroaromatic sulfonic acid that may be substituted with a carboxylic group, a lower alkyl 
group having 1 to 4 carbons substituted with a carboxylic group, or a lower alkylene group 
having 2 to 4 carbons substituted with a carboxylic group; 

R 2 and R 3 V which may be the same or different, represent a hydrogen, a lower alkyl 
group having 1 to 4Varbons that may be substituted, a halogen atom, a hydroxy group, a 
lower alkoxy group having 1 to 4 carbons, an amino group, a lower alkylamino group 
having 1 to 4 carbons tharmay be substituted, a lower aralkylamino group having 7 to 10 
carbons that may be substituted, an amino group acylated with a lower fatty acid having 1 
to 4 carbons that may be substituted with a carboxylic group, an amino group acylated with 
an aromatic carboxylic acid that may be substituted with a carboxylic group, an amino 
group acylated with a heteroaromatic Wboxylic acid that may be substituted with a 
carboxylic group, an amino group sulfonylated with a lower alkanesulfonic acid having 1 to 
4 carbons that may be substituted with a carboxylic group, an amino group sulfonylated 
with an aromatic sulfonic acid that may be substituted with a carboxylic group, an amino 
group sulfonylated with a heteroaromatic sulfonic*, acid that may be substituted with a 
carboxylic group, or a carboxylic group; or \ 

when the ring A is a benzene ring, R 1 and R 2 , together with the benzene ring to be 
substituted, may form a fused heterocyclic ring that may \e substituted with a carboxylic 
acid, and a carbon atom in said fused heterocyclic ring mayVorm a carbonyl group wherein 
R 3 is as defined above; and \ 
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X represents a hydrogen atom, a lower alkyl group having 1-4 carbons, a lower 
alkoxy group having^to 4 carbons, a halogen atom, a hydroxy group, an amino group, or 
a nitro group; 

or a pharmaceutically accejit^ble salt thereof, 

in an amount effective for suppressing lipid deposition in the blood vessel.-- 



